Nicotine is the drug of choice to assist smoking cessation. In a recent meta-analysis of 42 nicotine chewing gum studies and nine patch studies, comprising 17,000 subjects, the odds ratios of long-term success were 1.61 for gum and 2.07 for patch compared with placebo [1] . Effective use of nicotine gum, however, requires careful instructions. Transdermal uptake of nicotine from patches is approximately 1 mg nicotine . h -1 [2] . Two large multicentre studies using 16 and 24 h nicotine patches in primary care both reported a doubling of success rate compared with placebo [3, 4] . The only study to date that compared the 16 and 24 h patches found no significant difference in efficacy [5] .
The standard doses delivered by the 16 and 24 h patches are 15 mg and 21 mg of nicotine, respectively [6, 7] . A dose±response effect on six-month success rate was observed in a multicentre study that compared 21, 14, and 7 mg nicotine 24 h patches used for 6 weeks followed by a 6week tapering period [8] . However, a dose±response effect has not been examined at delivery levels above 1 mg nicotine . h -1 [9] .
Regarding the duration of nicotine substitution, periods varying from 6±18 weeks including a dose-tapering period, have been used in most trials. No direct comparisons of different durations of treatment have been performed [1, 2, 7] , and there is little evidence to date that shorter periods of treatment are less effective than longer periods.
As tobacco smoking is the main causative factor for chronic obstructive pulmonary disease (COPD) and lung cancer, it should be mandatory for chest physicians to implement smoking cessation as an important part of the preventive work offered by chest departments. Thus, in this study chest physicians recruited "healthy" smokers in order to prevent the onset of COPD and lung cancer.
The main objectives of the Collaborative European Anti-Smoking Evaluation (CEASE) were to examine whether long-term success rates (i.e. complete abstinence sustained for 1 yr) could be increased by using higher than standard doses of transdermal nicotine, and/or by prolonging the patch treatment period.
Subjects and methods

Study design
This was a placebo-controlled, double-blind trial using transdermal nicotine patches in five parallel treatment arms as an adjunct to moderate advice and support in chest clinics. Smokers (>14 cigarettes daily) were randomly allocated to one of the following five treatment arms ( fig.  1 ). 1) L-25: 25 mg nicotine patch (15 mg patch plus 10 mg patch) for 22 weeks, followed by 15 mg patch for 2 weeks and 10 mg patch for 2 weeks (high dose and long duration). 2) S-25: 25 mg nicotine patch (15 mg patch plus 10 mg patch) for 8 weeks, followed by 15 mg patch for 2 weeks and 10 mg patch for 2 weeks (high dose and short duration). 3) L-15: 15 mg nicotine patch plus placebo patch for 22 weeks, followed by 10 mg patch for 4 weeks (standard dose and long duration). 4) S-15: 15 mg nicotine patch plus placebo patch for 8 weeks, followed by 10 mg patch for 4 weeks (standard dose and short duration). 5) P-0: two placebo patches for a total of 26 weeks.
Active and placebo patches were identical in appearance and packaging. In order to maintain blinding, all subjects continued to use two patches for a total of 26 weeks i.e. active patches were replaced with placebo patches in the short duration groups. To gradually taper the nicotine patch dose by the same fraction for both the high and standard dose and also because of the two patch sizes available in the study, the tapering doses were 25±15±10 mg and 15± 10±10 mg. A computer-generated allocation list was prepared centrally and allocated subjects to treatment numbers. Randomization, which was stratified only by centre, took place at enrolment day in each centre. The five treatment groups were balanced in equal numbers within centres.
Centres
Thirty-six clinical centres in 17 countries participated in the study (see Appendix). Principal investigators at each centre were chest physicians (31), but nurses (2) and in some cases lung function technicians (1) or psychologists (1) were also involved in patient contact. There was one missing return. In 24 centres, both physicians and nurses had patient contact. All investigators participated in a oneday training symposium before the start of the study, and a one-day training session was also conducted at each clinical centre for the staff. A videotape showing all practical procedures and a simulated patient consultation was shown before commencing. Detailed guidelines about verbal information and support at each visit were provided in the protocol. Eighteen study centres had prior experience of smoking cessation programmes before CEASE and 17 centres had no previous experience (1 missing return). Each centre was expected to enrol 100 smokers. The study was approved by the regional and local ethics committees and the national Health Boards.
Subjects
Smokers were recruited from the general population following standard guidelines in the study protocol. Twenty-eight centres advertised in local newspapers, one used local radio advertisements, five arranged press conferences resulting in news articles, three used wall posters in public areas of the hospital or its vicinity and two used existing databases from previous recruitment to smoking cessation programmes (three centres used a mixture of these methods).
Inclusion and exclusion criteria
Smokers aged 20±70 yrs who had smoked >14 cigarettes . day -1 for at least 3 yrs were recruited on a voluntary basis. Participants had to be motivated to stop smoking and had to have made at least one prior quit attempt. Exclusion criteria were: myocardial infarction in the preceding 3 months; unstable angina; severe cardiac arrhythmia; pregnant or lactating females; under psychiatric care or medication; alcohol or any other drug abuse; eczema; severe or malignant disease; and existing use of nicotine substitution products and/or participation in formal smoking cessation programmes in the last 6 months.
Treatment
The nicotine patches used contained 0.83 mg . cm -2 nicotine and delivered 15 mg (30 cm 2 ) and 10 mg (20 cm 2 ) of nicotine during 16 h, respectively (Nicorette1 Patch, Pharmacia & Upjohn, Helsingborg, Sweden) [2] . The maximal plasma nicotine concentration of 13 ng . mL -1 is attained after 8 h with the 15 mg patch. Smokers wore the patches during the daytime only, i.e. for approximately 16 h.
Patients received a brochure containing advice on smoking cessation and nicotine patch therapy, and were shown how to place the patches on the skin. The patches were applied in the morning on the arm or in the hip region and removed at bedtime. Unused patches were collected at each visit. Patients were told to stop smoking completely on quit day.
Assessments
At the enrolment visit the following assessments were performed. 1) Smoking history and current cigarette consumption. 2) Withdrawal symptoms (craving for cigarettes, irritability, anxiety, depression, drowsiness, difficulty in concentrating, restlessness, headache, hunger, sleep disturbances) (0= not at all; 1= mild; 2= moderate; 3= severe) [10] . An adverse mood score (0±15) was calculated for each subject at each visit (including week 0), as the sum of the responses for irritability, anxiety, poor concentration, restlessness and depression from the withdrawal symptom inventory [3] . The change in score from week 0 was taken as a measure of withdrawal. As the withdrawal score was only analysed for the first 8 weeks, the treatment was the same in both active dose groups, and the data were pooled into three groups. In accordance with others, adverse mood scores were analysed in those individuals who were either completely abstinent or in "slippers" i.e. subjects who managed to control their smoking sufficiently to record an exhaled carbon monoxide level <10 parts per million (ppm) (i.e. comparable with a nonsmoker) at each visit [3, 11] . 3) Height, body weight, heart rate and blood pressure. 4) Plasma nicotine and cotinine were analysed using gas chromatography [12] . 5) CO levels were measured (Bedfont Monitor, Sittingbourne, UK) in expired air after a 15-s breath-hold with a CO value <10 ppm verifying abstinence [13] . Calibrations were carried out every 6 months. 6) Fagerstrom test of nicotine dependence (FTND) scoring 0± 10 (most dependent) [14] . Following enrolment, smokers attended scheduled visits at week 0 (quit-day), and weeks 1, 2, 4, 8, 12, 22, 26 and 52; the allowed deviation for visits was 3 days at weeks 1±8, and 2 weeks from week 12±52. At each visit the smoking status (including expired CO), body weight and withdrawal symptoms were assessed. Blood samples were collected from the nonpatch bearing arm for plasma nicotine and plasma cotinine determinations at week 4, 8, and 22, and after 12 months.
The plasma nicotine or plasma cotinine value measured during patch use, divided by the respective value when smoking at study entry, represented the level of nicotine or cotinine substitution.
Efficacy evaluation
Success (i.e. sustained abstinence) was defined as those subjects who continuously (at all visits) self-reported complete abstinence (answered no to: "Do you smoke?" and "Have you smoked since the last visit?") from week 2 up to 12 months and presented with an expired CO level <10 ppm at week 2 and all subsequent visits [3±5].
Subjects were classified as failures in cases of a missing CO verification, a missing visit, or use of other nicotinecontaining products. Subjects who did not attend a scheduled visit in spite of two requests to do so were also considered failures. Subjects who were smoking at week 2 or later were regarded as failures, but could continue treatment if they wished and smoked <10 cigarettes . day -1 .
Subjects who did not attend a scheduled visit were contacted by phone and requested to attend the clinic. If not willing to attend, the subjects' smoking status was recorded, as well as the reason for withdrawal from the study. Subjects lost to follow-up were regarded as failures. All the above failures were asked to attend the 12 month visit to complete the study.
Point prevalence at 12 months was defined as those subjects who attended this visit and claimed "not to smoke", verified with an exhaled CO level <10 ppm, irrespective of earlier status.
Relapse was defined as subjects who had started to smoke at least one cigarette daily.
Data management and statistical analysis
At each centre, data were entered directly into a personal computer that was connected to a network (Quest, Tech-niLogix Inc., Alphenaan den Rijn, The Netherlands). This allowed a continuous daily update of the database at the two monitoring centres (the European Respiratory Society (ERS) Centre at the Institute of Clinical Physiology, Pisa, Italy and the Pharmacia & Upjohn Centre, Helsingborg, Sweden) to be made. Case report forms were built into the computer program, which included immediate consistency checks of the entered data.
The two databases were compared and a small number (<1% of all items) of inconsistencies corrected before proceeding to the statistical analysis performed at the ERS Pisa Centre. A sample size of at least 600 for each of the five treatment groups was estimated to allow a 90% probability of detecting statistical significance at the 5% level (two-tailed test) for a difference of 10 versus 15% in the success rate up to one year [15] . Pearson's Chi-squared test, comparing the success rate at single points, was used in the primary outcome analysis. The log-rank test was also used to compare time to relapse between treatment groups. The heterogeneity of relative success rates (e.g. of active treatment versus placebo in different centres) was compared using the test described by BRESLOW and DAY [16] . Success was also presented as relative risk of abstinence with 95% confidence intervals (CI). The predictive importance of the different parameters was analysed using logistic regression analysis, in which the predictors were converted to binary variables using the median as the cutoff point. The main outcome measure was the 12 month success rate. All analysis have taken a p-value of <0.05 to represent statistical significance.
Results
Subject characteristics
Thirty-three centres enrolled 100 smokers, and three centres enrolled 99, 96 and 80 smokers, respectively, comprising a total of 3,575 subjects. The first patient was randomized to treatment in January 1994, and the last in October 1994; this patient had the 12 month follow-up in November 1995. The mean inclusion time per centre was 8 weeks (range, 2 days to 6.5 months).
Clean file and code breaking was conducted in December 1995. In 16 centres the patients spent 10±15 min in the clinic, in 13 centres 15±20 min, in five centres 20±30 min and in one centre >30 min (1 missing return). Most of the time was devoted to collection of data, but at least 5 min was used to give advice about smoking cessation.
Twelve subjects used incorrect medications and were considered failures. Baseline characteristics of the five groups were similar (table 1). The sample comprised relatively young (mean age 41 yrs), heavy smokers (mean daily consumption of 27 cigarettes) who had tried to quit smoking on average three times before. Of the subjects, 34% had previously used nicotine replacement products.
The rate of attendance decreased with time: 2,815 (78%) smokers attended at 4 weeks, whereas 2,367 (66%), 1,965 (55%), 1,506 (42%), 1,271 (36%), and 1,792 (50%) attended the study at weeks 8, 12, 22, 26 and 52, respectively. An extra effort was made to get subjects to return at the twelve-month follow-up. When subjects relapsed to daily smoking, most of these did not attend the scheduled visit or wanted to be withdrawn. Of the participants, 867 (24%) completed the study at 12 months and 2,708 (76%) withdrew during the 12 months. Reasons for withdrawal were: never stopped smoking (122; 3%), started smoking (1,089; 30%), elevated CO (43; 1%), not willing to continue in study (250; 7%), adverse events (73; 2%), exclusion criteria (20; 1%), and other or several reasons (320; 9%). The remaining group consisted of 769 (22%) subjects lost to follow-up i.e. either no contact despite at least two telephone calls, or who withdrew by telephone.
Success: dose and duration of treatment
Although there were large differences in the overall outcome and in active versus placebo groups across the 36 centres (ranging 3±30%), there was no statistically significant heterogeneity between centres in terms of the success rates of active compared with placebo treatment (p=0.26). Hence, all subsequent analyses were conducted on the pooled data from all centres. The sustained success rates for all five treatment groups are shown in table 2.
There was no evidence of a difference in success between the standard and longer duration of patch treatment in terms of sustained 1 yr outcome (14.6 versus 13.9%, p=0.6). There was also no evidence of patch dose by duration interaction (p=0.30). However, at all time-points the success rate was significantly higher for the 15 mg patch versus placebo group and for the 25 mg versus 15 mg patch groups (Chi-squared test) ( fig. 2 ). The 1 yr sustained success rates were 15.4% (L-25 mg), 15.9% (S-25), 13.7% (L-15), 11.7 (S-15), and 9.9% (P-0), respectively. The 25 mg patch was more successful than placebo in sustaining 1 yr abstinence (relative success rate 1.6 (95% CI: 1.23±2.03)), the 15 mg patch was more successful than placebo (relative success rate, 1.3 (95% CI: 1.02± 1.68), p<0.04) and the 25 mg patch was more successful than the 15 mg patch (relative rate, 1.2 (95% CI: 1.02± 1.48), p=0.02). The success rate up to 12 months was also significantly higher for the 15 mg patch group compared with placebo (p<0.0001) and for the 25 mg patch group compared with 15 mg patch (p<0.0002) using the logrank test. Point prevalence at 12 months was 20.8% for the 25 mg patch, 16.3% for the 15 mg patch and 13.5% for placebo (p<0.0001).
Predictors of success
Abstinence in the first week was shown to be a strong predictor of outcome. For abstinent subjects (n=1,698) compared with nonabstinent subjects (n=1,877) in the first week the 12 month success rate was 25.1 versus 2.7%, respectively (Chi-squared test, p<0.001).
The logistic regression analysis showed nicotine patch treatment, higher age, male sex, lower baseline cigarette consumption, more than one previous quit attempt and lower baseline CO level to be statistical significant pretreatment predictors of outcome (table 3) .
Withdrawal symptoms
Adverse mood withdrawal symptoms peaked after one week and had declined to baseline levels by week 8 in all patch treatment groups (table 4, fig. 3 ). At weeks 1, 2 and 4 there was evidence of a dose±response relationship between adverse mood and patch dose (p<0.001, p<0.001, p<0.05, respectively) with the placebo group experiencing the most severe, and the 25 mg group the least severe, symptoms. By week 8 there was no evidence of any intergroup difference (p>0.2).
Nicotine substitution and patch compliance
Patch compliance for the four active nicotine patch arms in subjects who used the patch every day ranged 83± 86% after 2 weeks and 57±64% after 12 weeks (table 5) .
Compliance was lower in the placebo group at all time points.
In abstinent and patch-compliant subjects, the mean plasma-cotinine substitution after 4 weeks of nicotine patch treatment was higher for the 25 mg group than for 15 mg patch group i.e. 58 and 41% (p<0.0001 for the difference of means) (table 6). Plasma nicotine substitution levels were also higher for the 25 mg group compared with 15 mg patch group after 4 weeks (87 versus 57%, p<0.0001) and the overall nicotine substitution was higher than that for cotinine (table 7) .
Body weight change
The increase in body weight in 1,784 subjects after 1 yr was 4.9 kg (95% CI: 4.5±5.2 kg) for abstainers and 1.6 kg (95% CI, 1.4±1.9 kg) for failures (p<0.0001).
Among successful subjects, the weight gain after 1 yr was 5.13.7 kg for the 25 mg group, 4.73.8 kg for the 15 mg group and 4.43.8 kg (SD) for the placebo group (NS). At entry, 52% of participants answered that they were afraid of gaining weight. Sixteen per cent of the subjects said that they would accept a gain of >5 kg in body weight, whereas 25% were prepared to accept a gain of up to 2 kg, 30% would accept a weight gain of 2±5 kg, and 28% were not prepared to accept any weight gain.
Adverse events
Four myocardial infarctions (MI) occurred during the study period, which comprised 950 treatment years and [17, 18] . The overall incidence of adverse events was low, and these were generally transient. In order to examine possible dose-related adverse events the occurrence of events during the first 8 weeks of treatment in each of the three groups (25 mg, 15 mg and placebo patch) were analysed. Nausea/vomiting were the only reported symptoms with a higher frequency in the 25 mg group (7.3%) compared with the 15 mg group (5.4%); these adverse events were more common in both active treatment groups than in the placebo group (3.7%, p<0.05). Headache was reported in 5.6% of subjects in the 25 mg group, compared with 5.3% of the 15 mg group and 3.9% of the placebo group. The incidence of insomnia was 4.9, 5.4, and 5.9%, respectively. Palpitations and tachycardia were reported by 2.25% (25 mg), 2.6% (15 mg) and 0.9% (placebo). Frequencies of nightmares during the first week of treatment were 8% (25 mg), 7% (15 mg) and 6% (placebo), compared with 7%, 8% and 7%, respectively, for the week preceding start of treatment. The figures for vivid dreams were 20% (25 mg), 18% (15 mg) and 15% (placebo), respectively, compared with 18, 19 and 17% before starting treatment. However, these two symptoms were collected using a checklist, which may explain the high frequency. Local adverse events comprised itching (25 mg 14.4%, 15 mg 12.9%, placebo 5.0%) and rash (25 mg 5.2%, 15 mg 5.2%, placebo 3.5%) in the patch area. Two per cent of subjects discontinued treatment due to adverse events in both the active and placebo groups.
Discussion
This is the first study that directly compared different doses and treatment durations of nicotine replacement therapy. In terms of successful quit rates, no significant difference or even a trend was observed between the short and long treatment durations.
For the active treatment group the proportion of withdrawn subjects was approximately 30% after 2 weeks, 50% after 4 weeks, 66% after 8 weeks and 80% after 22 weeks, while for the placebo group, 50% were withdrawn after 2 weeks and 80% after 8 weeks. No effect was observed by prolonging active patch use from 8 to 22 weeks, the reason for failure (3% withdrawn weekly) in that period was probably not caused by nicotine withdrawal symptoms but by other factors (external cues, loss of motivation to remain without cigarettes, weight gain).
A shorter treatment duration than 8 + 4 weeks i.e. 4 + 4 weeks is recommended by the United States Agency for Health Care Policy and Research [7] . A meta-analysis that included comparative studies found that use of nicotine patches for up to 8 weeks was as effective as longer duration of treatment [1] . Eight to 12 weeks of treatment probably represents the upper limit of duration. Data from the same meta-analysis, comprising 9,607 smokers, found no difference in effect in trials where the dose was tapered compared with abrupt withdrawal [1] . In one study involving 1,200 smokers, gradual reduction was no better at preventing relapse than abrupt withdrawal of patches after 12 weeks [3] . It should be remembered that the findings about duration of treatment for nicotine patches might not be applicable for other nicotine replacement products.
A dose±response effect was found in this study with an increase in the success rate at 1 yr from 9.9% (placebo) to 12.8% with the 15 mg patch and 15.7% with the 25 mg patch. The dose±response curve shows a linear increase with no tendency to flatten, suggesting that a higher nicotine dose may have been even more effective. The success rate in the placebo group (10%) was higher than that reported in most other studies which involved low-tomoderate intervention [1, 6, 7] .
In almost all smoking cessation studies it is usual that subjects who start smoking again during the early trial period are not willing to attend further scheduled visits despite great efforts from the investigators. This is not very surprising as relapse to cigarette smoking during the treatment period is a strong predictor of long-term failure. In the CEASE trial, <22% of the participants were lost to follow-up, which is believed to be an acceptable level in this type of study.
The plasma nicotine and cotinine levels attained with the patches in the CEASE trial are in accordance with levels reported in earlier studies [19, 20] . The 56% increase in plasma nicotine, from 9 ng . mL -1 with the 15 mg patch to 14 ng . mL -1 with the 25 mg patch, better reflects the 66% increase in patch dose than the cotinine levels (which only increased by 34%). With respect to treatment efficacy, the plasma nicotine level is more important than cotinine, as nicotine is the active drug. Although plasma nicotine is more dependent on the sampling time because of its short half-life of 4±6 h following transdermal delivery, this possible source of variability might have been reduced as a result of the relatively large study population and instructions issued to the centres to try to keep the same appointment times.
The evidence of a dose-related suppression of tobacco withdrawal symptoms is consistent with the hypothesis that alleviation of withdrawal is an important mechanism underlying the efficacy of nicotine therapy. No difference in withdrawal was observed between groups after eight weeks, supporting the authors' finding of an upper limit of treatment duration of~8 weeks. After 8 weeks, the adverse mood withdrawal symptoms returned to baseline level. A low rating of tobacco withdrawal symptoms was observed in this study (the highest mean of total score was 1.23, with a possible maximal score of 15) and this is a consistent trait in many smoking cessation studies [3, 21] . Another problem with analysing withdrawal symptoms is selection bias due to a differential drop-out of subjects. Those subjects who start to smoke again are probably the ones suffering the most intense tobacco withdrawal symptoms; if they are unwilling to return for follow-up, their data will be missing. Thus, as the study progresses, the remaining subjects may be the selected nonsmoking group, comprising those suffering less nicotine withdrawal. In this study, an attempt was made to reduce one contributor to selection bias by not excluding subjects who managed to reduce smoking and attain an exhaled CO level <10 ppm.
Weight gain can also be regarded as a withdrawal symptom resulting from increased hunger and increased calorie intake. However, the low and flat plasma nicotine levels achieved with the patch are inadequate to prevent a decrease in metabolic rate following cessation of cigarette use.
The actual weight gain of around 5 kg for abstainers after 1 yr reflects the findings of other studies [3, 20] . About half of the participants in this study were afraid of gaining weight; only 16% would accept a gain of >5 kg in body weight and 28% would not accept a weight gain of >2 kg.
In another study with the nicotine patch and placebo, it was found that weight gain during the first 2 weeks was positively correlated with 1 yr success, while weight gain during the first 3 months correlated negatively with 1 yr success, pointing to weight gain as one of several reasons for late relapse [22] .
Initial cessation was a very strong predictor of long-term success as 25% of the first week abstainers attained 12 month success compared with only 3% of the subjects who continued smoking during the first week of treatment. In a smoking cessation study comprising 289 subjects, the authors reported a spontaneous quit rate of 0.7% after 12 months for primary failures [22] . Although active nicotine patches were offered to the failures (in contrast with the present trial) only 57% could be persuaded to return for a 12 month follow-up visit.
A multicentre study comprising 1,686 smokers using nicotine patches also identified early abstinence from smoking as the strongest predictor of sustained abstinence [23] . Of the first week abstainers, 25% of 277 in the active group and 28% of 182 in placebo group achieved longterm success, as opposed to first week smokers, 4% of 565 in the active group and 2% of 662 in the placebo group. In a similar study comprising 1,200 subjects, all but one of the 96 subjects achieving long-term abstinence quit during the first week of cessation [3] . Observations in these studies and the present study emphasize that the first weeks after quit day are the most important with regard to long-term outcome, and this needs to be underlined for the smokers when they have decided to quit. A 1-week trial of the patch, proceeding to longer use if abstinence is achieved, may be an effective approach.
This large multicentre trial once again confirmed that the nicotine patch, in conjunction with moderate adjunctive support, increases the successful quit rate compared with placebo, as also demonstrated in various other studies and settings [1] .
The success rate of 16% after 1 yr may seem rather low and give rise to pessimism among the physicians. However, higher success rates (e.g. 36%) have been reported in combination with more intensive supportive therapy [1] , and lower success rates with brief support in general practice settings [3, 4] . Nonetheless, given the multiplicity and severity of the pathological consequences of tobacco smoke, even a modest gain in the proportion of smokers who quit has important public health consequences. In addition, it is estimated that smoking cessation treatment with nicotine replacement products is~8 times more costeffective per life-yr saved than 300 other medical treatments [24] .
This study also confirmed that nicotine replacement therapy appears to have few side-effects. The number of cardiac events was within the expected range, and other side-effects were mild and would not contra-indicate use of higher dose nicotine patches.
Several ways to try to improve outcome merit further research, including: 1) further increases in the nicotine patch dose, and doses of 44 mg have already been tested [9, 25, 26] ; 2) combination of different nicotine replacement formulations, and combined use of the patch with nicotine chewing gum has been explored in three studies [27±29]; 3) substitution by drug monitoring, as indicated in a recent small study [30] ; and 4) preliminary data from combined use of nicotine patch and bupropion should be further explored [31] .
In conclusion, an increase in outcome associated with enhancing the dose from 15 and 25 mg nicotine patches was found, but there was no additional benefit with treatment longer than 8±12 weeks. In those smoking $15 cigarettes . day -1 , the 25 mg nicotine daytime patch need not be used for longer than 8±12 weeks with moderate supportive therapy. Abstinence from smoking in the first week was a strong predictor of long-term success.
